T he erythrocyte sedimentation rate (ESR) is one of the oldest commonly used laboratory invest t tigations. It is simple, inexpensive and useful, and its elevation is commonly used as an indicator of certain underlying diseases such as infections, inflamt t mations and malignancies, and to monitor the progress and response to therapy. ESR refers to the rate of fall of red blood cells (RBCs) suspended in plasma. It depends upon the difference in specific gravity between RBCs and plasma, but it is influenced greatly by the extent to which the RBCs form rouleaux, which sediment rapt t idly. Rouleaux formation and RBC clumping are greatly enhanced by acutetphase reactants in plasma, e.g. fit t brinogen, haptoglobin, ceruloplasmin, α1 acidtglycot t protein, and Ctreactive protein. It is also increased by immunoglobulins, but is decreased by albumin. RBC intrinsic factors may affect sedimentation; for example, sickle cells and spherocytes sediment slowly, while large RBCs (macrocytes) sediment rapidly. Hyperviscosity, polycythemia and extreme leukocytosis decrease sedit t
mentation while anemia (unopposed by RBC abnort t mality) enhances sedimentation. Therefore, high ESR is found in conditions that elevate fibrinogen level such as infections, inflammatory diseases, collagen vascular diseases, malignancies (particularly if there is tissue det t generation or metastases), endtstage renal diseases and pregnancy. Hypoalbuminemia (e.g. associated with net t phrotic syndrome) elevates the ESR. It is also elevated in conditions that cause immunoglobulinemia, e.g. mult t tiple myeloma. Extreme elevation of ESR (defined as a rate ≥ 100 mm/hour) is often associated with serious diseases.
1,2 This study was performed to address the frequency of extreme elevation of ESR and to ascertain the causes of this extreme elevation in pediatric patients seen at Aseer Central Hospital.
METHODS
Laboratory records of ESR of children up to 13 years of age, performed in Aseer Central Hospital between September 2001 and December 2002, were reviewed.
The medical records of those children whose ESR was ≥100 mm/hr were reviewed and the following variables were obtained : age, sex, diagnosis, ESR value, hemoglot t bin value (Hgb), and leukocyte (WBC) count.
The patients were divided into seven diagnostic catt t egories: malignancy, connective tissue diseases, tropical infections, mild infections, severe infections, renal dist t eases and miscellaneous diseases. Infection was cont t sidered severe if it was invasive, e.g., septicemia, ment t ingitis, osteomyelitis, septic arthritis, lobar pneumonia, extensive bilateral bacterial bronchopneumonia and pyelonephritis; also, infections associated with hemot t dynamic instability were considered severe. Statistical analysis was performed using onetway analysis of varit t ance. To make a comparison between patients with ESR≥100 mm/hr (group 1) and those with ESR<100 mm/hr within the same diagnostic categories, a group of 145 patients with ESR <100 mm/hr (group 2) were randomly selected and divided into the same diagnost t tic categories and the same variables (age, sex, Hgb value and WBC count) were obtained for the analysis. The ESR was performed using a modified Westergren technique using EDTA anticoagulated whole blood. Readings were taken after onethour incubation.
RESULTS
During the study period, 2540 children had their ESR measured; 99 (3.9%) of them had an ESR of ≥100 mm/hr. There were no statistically significant differt t ences between group 1 and group 2 in sex, age or WBC count ( Table 1 ). The mean Hgb value in group 1 was lower than that in group 2; although this difference was statistically significant, it is of little significance clinit t cally. The mean ESR in those with extreme elevation (group 1) was 118±13 mm/hour (the highest reading was 150 mm/hour); the mean ESR in group 2 (ESR <100 mm/hour) was 30.6±24 mm/hour. The most common cause of extremely high ESR was infection, found in 49 patients (49.5%). The most common infect t tions were lung infections (pneumonia, bronchiectasis and empyema), occurring in 12 patients, followed by meningitis and septic arthritis in 7 patients each; osteot t myelitis in 6 patients; malaria in 5 patients; mild viral infections in 4; visceral leishmaniasis in 2 and brucelt t losis in 1. Connective tissue diseases were the second most common cause of extremely high ESR, found in 26 patients (26.3%). The most common of the connect t tive tissue diseases in this series was acute rheumatic fever, encountered in 19 patients, followed by juvenile rheumatoid arthritis and Kawasaki disease in 2 pat t tients each. Systemic lupus erythematosus occurred in 1 patient only. The third leading cause of extremely high ESR was malignancy, which occurred in 12 pat t tients (12.1%) and included leukemias in 8 patients and lymphoma and neuroblastoma in 2 patients each. The fourth cause of extremely high ESR was renal diseases, occurring in 8 patients (8.1%) and including posttstrept t tococcal glomerulonephritis and nephrotic syndrome in 3 patients each and uremia in 2 patients.
A comparison between the diagnostic categories in patients with ESR≥100 mm/hour (group 1) showed that the mean Hgb value in patients with malignancy was 8.2±3.5 g/dL, which is significantly lower than the mean Hgb value in the other categories (P=0.034). Among patients with infections, those with tropical infections (malaria and leishmaniasis) had a mean Hgb value 8.6±1.9 g/dL, which is significantly lowt t er than in those with other infections. There was no significant difference in the mean WBC count between the various diagnostic groups. Table 2 shows the number and percentage of patients in the various diagnostic categories. Group 1 patients with mild int t fections had a significantly higher mean WBC count than group 2 patients with mild infections (Table 3) . Group 1 patients with connective tissue diseases had a significantly lower mean Hgb value than group 2 pat t tients with connective tissue diseases (Table 3 ). There were no other significant differences between the two Table 3 . Age, white blood cell (WBc) count and hemoglobin levels in patients with and without extremely elevated eSr within the same diagnostic categories.
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DIScUSSIOn
Extreme elevation of ESR (≥100mm/hour) in chilt t dren is alarming and should be considered a sign of a significant underlying disease. The frequency of this extreme elevation in our pediatric patient population (3.9%) was comparable to that reported previously in other pediatric series (4.9%), 2 and adult series (2.5%, 1 3%, 3 4.2% 4 ), but lower than that reported from tropical areas ( 12% 5 ). Infection was the most common cause of extreme elevation of ESR, accounting for 51% of the cases, which is similar to the findings in other pediatric series (55.8%
2 ), and adult series (33% 4 , 44.2% 1 , 45.5% 5 ). Infection is the leading cause both in series from tropit t cal regions 1, 5, 6 and from nonttropical regions. 3, 4 The most common infection was pulmonary infections, act t counting for 24% of all infections in this study, which is similar to the findings in other studies.
2,4t6 The second most common infection was meningitis, accounting for 14% of infections. Although malaria, leishmanit t asis and brucellosis are common in our region, they act t counted only for five, two and one of the patients with ESR≥100 mm/hour, respectively. Reports from tropit t cal areas 1, 5, 6 suggest that these common infections are not among the common causes of extreme elevation of ESR. Pulmonary tuberculosis, which is one of the most common causes of pneumonia associated with this ext t treme elevation in some tropical areas where HIV int t fection is common, 6 was not encountered in the present study. Connective tissue diseases were the second most common diagnostic category causing extreme elevation of ESR, and rheumatic fever was the most common dist t ease among this category; this is similar to the findings of other studies reporting on children 2 and adults. 1 In areas where both rheumatic fever and brucella arthritis are common, an ESR≥100 mm/hour may favor the dit t agnosis of rheumatic fever arthritis; this is particularly helpful in patients presenting with arthritis as a sole major feature. Malignancy was the third most common cause of ESR≥100 mm/hour. Although malignancy was reported to be the most common cause in a very early study (58% of cases), 7 subsequent studies have shown this to be the third leading cause.
1,2,4 The prest t ent study is in concert with the latter finding; it also suggests that leukemia is the leading neoplastic disease causing extreme elevation of ESR in children as was shown in earlier series.
2 In adults, solid tumors such as bronchogenic carcinoma, hepatocellular carcinoma, gastric carcinoma are the leading neoplastic causes of ESR≥100 mm/hour, 1 and this elevation is often associt t ated with metastasis; 4 however, ESR should not be used as a screening test for malignancy as the sensitivity of an ESR ≥ 100 mm/hour for malignancy is low, and at its best ranges from 25% to 49%. 4, 5 Renal failure, nephrotic syndrome and glomerut t lonephritis are frequent causes of extreme elevation of ESR, and therefore the latter may not be a useful indicator of infections commonly encountered with these diseases (for example, peritonitis and catheter infections). Infections, malignancy, connective tissue diseases and uremia are known to increase fibrinogen level and cause anemia and these in turn may elevate the ESR. However, the mere finding of extreme elevation of ESR should not trigger lists of advanced and invasive investigations searching for some of these diseases, as the clinical scenario at hand should dictate further int t vestigations. In conclusion, extreme elevation of ESR is uncommon in the pediatric age group and is most comt t monly associated with infection. Extreme elevation of ESR in children may be used as a sickness index, but not as a screening tool for diseases.
